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TI Methods and compositions using immunomodulators for the treatment, 

prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

AB Methods are disclosed for treating, preventing and/or managing 

dysfunctional sleep, including but not limited to, dysfunctional sleep 
associated with chronic neurol. or inflammatory condition such as pain and 
neurodegenerative disorders, which comprise the administration of one or 
more immunomodulatory compds . or a pharmaceutically acceptable salt, 
solvate, stereoisomer, clathrate or prodrug thereof, alone or in 
combination with known therapeutics. Pharmaceutical compns . , single unit 
dosage forms, and kits suitable for use in methods of the invention are 
also disclosed. Immunomodulatory compds. include e.g. 
4-amino-2- [2 , 6-dioxo (3-piperidyl) ] isoindoline-1 , 3 -dione . 
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L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

AB Methods for treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound, or a pharmaceutically acceptable salt, solvate, 
hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery, psychol . or phys . 
therapy. Pharmaceutical compns . , single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 
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AB Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound of formula (I) , or a pharmaceutically acceptable 
salt, solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone 
or in combination with a second active agent and/or surgery, psychol . or 
phys. therapy. Pharmaceutical compns . , single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
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L6 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 

an MMP inhibitor 
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TI Use of a TNF inhibitor for the treatment of low back pain 

L6 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI Formulations of adenosine Al agonists 
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TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 

an MMP inhibitor 
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TI Use of a TNF inhibitor for the treatment of low back pain 

L6 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 
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L5 ANSWER 1 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI Preparation of dioxopiperidinyl -isoindolone and -isoindolediones 
derivatives as antitumor agents 

L5 ANSWER 2 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Multicyclic sulfonamide compounds as inhibitors of histone deacetylase for 
the treatment of disease and their preparation 

L5 ANSWER 3 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Method of using, and compositions comprising, immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

L5 ANSWER 4 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Methods and compositions using immunomodulators for the treatment, 

prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

L5 ANSWER 5 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

L5 ANSWER 6 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

L5 ANSWER 7 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 

L5 ANSWER 8 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Method using dialkyl ethers and other compounds for treating arthritis, 
cartilage damage, and other interleukin 6 -mediated conditions 



L5 ANSWER 9 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 

an MMP inhibitor 

L5 ANSWER 10 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Use of a TNF inhibitor for the treatment of low back pain 

L5 ANSWER 11 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 
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L5 ANSWER 2 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Multicyclic sulfonamide compounds as inhibitors of histone deacetylase for 
the treatment of disease and their preparation 

GI 



R2 r3 



W— G4-G3-G2-G1 





Disclosed herein are sulfonamide compds . of formula I as described herein. 
Compds. of formula I wherein Gl is bond, alkenyl, alkoxy, alkoxyalkyl, 
alkyl, alkylamino, alkylcarbonyl , etc.; G2 is (un) substituted (mono/poly) 
heteroaryl; G3 is S02NH and derivs . , NHS02 and derivs . , Cl-3 alkyl-S02NH 
and derivs., and NHS02-C1-3 alkyl and derivs.; G4 is bicyclic 
(hetero) aryl, and (hetero) cycloalkyl- fused monocyclic (hetero) aryl ; W is 
OH and derivs., (un) substituted oxyalkyl, SH and derivs., etc.; Rl is H, 
P03H2 and derivs., CN, (un) substituted acyl, (hetero) aryl , alkyl, aroyl, 
etc.; R2 and R3 are independently H, Me, and Et; and their therapeutically 
acceptable salts, esters, and prodrugs thereof, are claimed. Methods and 
compns. are disclosed for treating disease states including, but not 
limited to cancers, autoimmune diseases, tissue damage, central nervous 
system disorders, neurodegenerative disorders, fibrosis, bone disorders, 
polyglutamine-repeat disorders, anemias, thalassemias, inflammatory 
conditions, cardiovascular conditions, and disorders in which angiogenesis 
play a role in pathogenesis, using the compds. of the invention. In 
addition, methods of modulating the activity of histone deacetylase (HDAC) 
are also disclosed. Example compound II was prepared by chlorination of 
6-chloronicotinic acid; the resulting 6-chloronicotinoyl chloride 
underwent alkylation of di-Me malonate to give di-Me 2- (6- 
chloronicotinoyDmalonate, which underwent decarboxylation to give 



2-chloro-5-acetylpyridine, which underwent amination to give 
2-amino-5-acetylpyridine, which underwent sulf amidation with 
2,3-dihydrobenzo [1 , 4 ] dioxin-6-sulf onyl chloride to give 

2 , 3 -dihydrobenzo [1,4] dioxin-6 - sulfonic acid ( 5 -acetylpyridin- 2 -yl ) amide , 
which underwent bromination to give 2 , 3 -dihydrobenzo [1, 4] dioxin-6-sulf onic 
acid (5- (bromoacetyl)pyridin-2-yl) amide, which underwent substitution with 
potassium thioacetate to give compound II. All the invention compds . were 
evaluated for their HDAC inhibitory activity. From the assay, it was 
determined that compound II exhibited in vitro and cellular IC50 values of 
<: 1 uM. 
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TI Method of using, and compositions comprising, immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

AB Methods of treating, preventing, and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 
an immunomodulatory compound, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent, and/or the transplantation of 
blood or cells. Particular second active agents are capable of 
suppressing the overprodn. of hematopoietic stem cells or ameliorating one 
or more of the symptoms of a myeloproliferative disease. Pharmaceutical 
compns/, single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. 
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Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

Methods for treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration 
of an immunomodulatory compound, or a pharmaceutical^ acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery, psychol. or phys . 
therapy. Pharmaceutical compns . , single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
2005:426405 CAPLUS <<LOGINID : : 20070330>> 
142 :457122 

Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

AB Methods of treating, preventing and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 
an immunomodulatory compound, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent, and/or the transplantation of 
blood or cells. Particular second active agents are capable of 
suppressing the overprodn. of hematopoietic stem cells or ameliorating one 
or more of the symptoms of a myeloproliferative disease. Pharmaceutical 
compns., single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. The immunomodulatory compound is especially 
4- (amino) -2- [2 , 6-dioxo (3 -piperidyl) ] isoindoline-1 , 3 -dione or 
3- (4-amino-l-oxo-l, 3 -dihydroisoindol-2 -yl) piperidine-2 , 6 -dione. 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 

GI 



AB Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration 
of an immunomodulatory compound of formula (I) , or a pharmaceutically 
acceptable salt, solvate, hydrate, stereoisomer, clathrate, or prodrug 
thereof, alone or in combination with a second active agent and/or 
surgery, psychol . or phys . therapy. Pharmaceutical compns . , single unit 
dosage forms, and kits suitable for use in methods of the invention are 
also disclosed. 
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TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 
an MMP inhibitor 

AB The use of a substance that inhibits disk-related nerve- irritating 

substances for the production of a pharmaceutical composition for treatment of 

low 

back pain and/or whiplash-associated disorder (WAD) is disclosed. 

The substance that inhibits disk-related nerve-irritating substances is, 

e.g., a monoclonal antibody, a soluble cytokine receptor or a receptor 

antagonist, an antisense oligonucleotide, an MMP inhibitor, a quinolone, a 

thalidomide derivative, an inhibitor of IL-1, IL-6, IL-8, or IFN-y, and 

a nitric oxide or eicosanoid blocking substance. Also a method for 

treatment of low back pain and/or whiplash-associated disorder 

(WAD) is disclosed. For example, a male patient diagnosed with sciatica 

due to disk herniation and whiplash-associated disorder (pain in 

the region of the neck that radiated out into both arms after a vehicle 

accident) was treated with an i.v. injection of 2.5 mL of Orthogen (an 

IL-1 receptor antagonist) dissolved in 2.5 mL saline. The day after the 

injection, the patient reported that the sciatic pain was 

markedly reduced. His problems in the neck region were also greatly 

improved and minor stiffness in the neck and the radiating pain 

in the arms had more or less disappeared. At the follow-up examination 1 wk 

later, he reported that he only suffered minor pain in the legs 

and also in the neck. Four weeks after the injection, the patient 

considered himself free of symptoms, and this was the case also at the 

final follow-up examination at 8 wk. 
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TI Use of a TNF inhibitor for the treatment of low back pain 

AB The use of a tumor necrosis factor (TNF) inhibitor for the production of a 
pharmaceutical composition for treatment of low back pain and in 
particular of low back pain due to local irritation of 
annulus -related nerve fibers by disk derived substances is described. 
Also a method for treatment of low back pain is disclosed. For 
example, a patient was given infliximab, a selective monoclonal antibody 
that inhibits only TNF, at 5 mg/kg for treatment of low back pain 



. Approx. 1.5 h after completing the administration the patient started 

to feel symptoms of relief regarding his pain. The improvement 

was found to be dramatic at the follow-up examns . and persisted during 4 

wk. 
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L5 ANSWER 11 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI Formulations of adenosine Al agonists 

AB A method of treating conditions associated with pain and 

alleviating the symptoms associated with it comprises administering to a 
mammal an adenosine Al agonist or a salt or solvate and an NSAID, e.g., a 
COX-2 inhibitor. The present invention also provides pharmaceutical 
formulations and patient packs comprising the combinations. Thus, 
(2S,3S,4R,5R) -2- (5 -tert-butyl- [1, 3 , 4] oxadiazol-2-yl) -5- [6- (4-chloro-2- 
fluorophenylamino)purin-9-yl] tetrahydrofuran-3 , 4-diol (I) was prepared in a 
series of steps by the reaction of (3aS , 4S, 6R, 6aR) -6- (6 -chloropurin-9-yl) - 
2* 2-dimethyltetrahydrofuro[3,4-d] [1 , 3] dioxole-4-carboxylic acid with 
2,2-dimethylpropionic acid hydrazide followed by the cyclization of the 
resulting compound, and subsequent treatment with 4-chloro-2-f luoroaniline 
and deprotection. I and 2 - (4 -ethoxy-phenyl) -3 - (4 - 

methanesulfonylphenyl)pyrazolo[l,5-b]pyridazine(COX-2 inhibitor) , were 
administered at 1% to rats. The compds . showed inhibition of 
carrageenan- induced edema and allodynia. 
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TI Cytokine targets in the treatment of myelodysplastic syndromes 

L8 ANSWER 2 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Combination therapy comprising a cyclooxygenase 2 (COX-2) 

inhibitor and an antineoplastic agent for treatment or prevention 

of neoplasia 

L8 ANSWER 3 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Immunological abnormalities in hematological diseases 

L8 ANSWER 4 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Combinations for the treatment of diseases involving cell proliferation, 
migration or apoptosis of myeloma cells, or angiogenesis 

L8 ANSWER 5 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myelodysplastic syndromes 
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TI Combination therapy including a JNK kinase inhibitor for 

treating, preventing or managing proliferative disorders and cancers 

L8 ANSWER 7 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI CC-5013: Treatment of multiple myeloma treatment of melanoma treatment of 
myelodysplastic syndrome angiogenesis inhibitor TNF- . 
alpha, production inhibitor 

L8 ANSWER 8 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Preparation of 2- (2, 6-dioxo-3 -piperidyl) isoindoline-1, 3-diones, related 
compounds, and compositions thereof as TNF -a 

inhibitors for treatment of cancer, inflammatory disorders, heart disease, 



and related disorders 



L8 ANSWER 9 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Immunomodulatory drug CC-5013 overcomes drug resistance and is well 
tolerated in patients with relapsed multiple myeloma 

L8 ANSWER 10 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Preparation of 2 - (2 , 6 -dioxo-3 -piperidyl) isoindoline-1 , 3 -diones , related 
compounds, and compositions thereof as TNF-ot 

inhibitors for treatment of cancer, inflammatory disorders, heart disease, 
and related disorders 
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TI Amino-substituted thalidomide analogs: potent inhibitors of TNF 
-a production 
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TI Combination therapy comprising a cyclooxygenase 2 (COX-2) 

inhibitor and an antineoplastic agent for treatment or prevention 

of neoplasia 

AB . A method for treating or preventing neoplasia or a neoplasia-related 

disorder in a subject is provided, the method comprising administering to 
the subject an effective amount of a combination comprising a COX-2 
inhibitor and an antineoplastic agent. 
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L8 ANSWER 5 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myelodysplastic syndromes 

AB Methods of treating, preventing and/or managing myelodysplastic syndromes 
are disclosed. Specific methods encompass the administration of 
immunomodulatory compound, or a pharmaceutical^ acceptable salt, solvate, 
hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 



combination with a second active ingredient, and/or the transplantation of 
blood or cells. Specific second active ingredients are capable of 
affecting or improving blood cell production Pharmaceutical . compns . , single 
unit dosage forms, and kits suitable for use in methods of the invention 
are also disclosed. Patients with myelodysplastic syndromes were treated 
orally with 3- (4-amino-l-oxo-l, 3-dihydro-isoindol-2 -yl) -piperidine-2 , 6- 
dione . 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myelodysplastic syndromes 
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L8 ANSWER 7 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI CC-5013: Treatment of multiple myeloma treatment of melanoma treatment of 
myelodysplastic syndrome angiogenesis inhibitor TNF- . 
alpha, production inhibitor 

AB A review. Due to its immunomodulatory activity, thalidomide has shown 
efficacy as a treatment in several inflammatory diseases involving 
increased tumor necrosis factor (TNF) levels. However, thalidomide has 
also been shown to be effective in noninflammatory diseases such as 
cancer. Thalidomide displayed potent antiangiogenic activity and has 
shown efficacy in trials involving patients with advanced and refractory 
myeloma, resulting in complete and near-complete responses and increases 
in survival. Unfortunately, thalidomide continues to be associated with 
significant adverse effects, which has prompted a search for novel potent 
analogs with^ reduced toxicity. The thalidomide analogs discovered have 
been classified into 2 groups: selective cytokine -inhibitory drugs 



(SelCIDS) and immunomodulatory drugs (IMiDs) . CC-5013 has emerged as an 
effective IMiD, displaying TNF-a -inhibitory, 

antiangiogenic, cytokine -related and immunomodulatory effects more potent 
than thalidomide but without the adverse neurol . effects. CC-5013 has 
been shown to be safe and effective in phase I and II trials in patients 
with relapsed and refractory multiple myeloma and myelodysplastic syndrome 
and is now in phase III development for these indications. 
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TI CC-5013: Treatment of multiple myeloma treatment of melanoma treatment of 

myelodysplastic syndrome angiogenesis inhibitor TNF- . 

alpha, production inhibitor 
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CS Prous Science, Barcelona, 08080, Spain 
SO Drugs of the Future (2003), 28(5), 425-431 
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TI Preparation of 2 - (2 , 6-dioxo-3 -piperidyl) isoindoline-1 , 3-diones , related 
compounds, and compositions thereof as TNF-a 

inhibitors for treatment of cancer, inflammatory disorders, heart disease, 
and related disorders 

GI 



O 




H II 



AB The invention relates to isoindole-imide compds . and pharmaceutically 
acceptable salts, hydrates, solvates, clathrates, enantiomers, 
diastereomers, racemates, or mixts. of stereoisomers thereof, 
pharmaceutical compns . comprising these isoindole-imide compds., and 
methods for reducing the level of cytokines and their precursors in 
mammals. In particular, the invention pertains to isoindole-imide compds. 
that are potent inhibitors of the production of TNF- . alpha 
. in mammals. The isoindole-imides described herein are useful for 
treating or preventing diseases or disorders in mammals, for example, 



cancers, such as solid tumors and blood-born tumors; heart disease, such 
as congestive heart failure; osteoporosis; and genetic, inflammatory; 
allergic; and autoimmune diseases. * Title isoindole-imides I [wherein one 
of X and Y is CO and the other is CH2 or CO; Rl = H, (cyclo) alkyl , 
alkenyl, alkynyl, benzyl, aryl, alkylheterocycloalkyl, alkylheteroaryl , 
C0R3, CSR3, C02R4, alkyl- (NR6) 2 , alkyl-0R5, alkyl-C02R5, C0NHR3 , CSNHR3 , 
C0N(R3)2, CSN(R3)2, or alkyl-OCORS; R2 = H, benzyl, alkyl, alkenyl, or 
alkynyl; R3 = independently (cyclo) alkyl , alkenyl, alkynyl, benzyl, aryl, 
alkylheterocycloalkyl , alkylheteroaryl , alkyl -N (R6) 2 , alkyl -0R5 , 
alkyl -C02R5, alkyl -0C0R5, or C02R5; R4 = alkyl, alkenyl, alkynyl, 
alkyl -0R5, benzyl, aryl, alkylheterocycloalkyl, or alkylheteroaryl; R5 = 
alkyl, alkenyl, alkynyl, benzyl, aryl, or heteroaryl; R6 = independently 
H, alkyl, alkenyl, alkynyl, benzyl, (hetero) aryl , or alkyl -C02R5; or R6 
groups may join to form a heterocycloalkyl group; n = 0-1; with the 
proviso that when n = 0, Rl ^ H; or pharmaceutically acceptable 
salts, hydrates, solvates, clathrates, enantiomers, diastereomers , 
racemates, or mixts. of stereoisomers thereof] were prepared for reducing 
the level of cytokines and their precursors in mammals. In particular, 
the invention pertains to isoindole-imide compds . that are potent 
inhibitors of the production of TNF-ct (no data) . 

For example, Me 2- (methoxycarbonyl) -3 -nitrobenzoate was hydrogenated with 
10% Pd/C (87%) . The amine was converted to the nitrile by diazonium salt 
formation effected by treatment with NaN03 followed by cyanide formation 
using classic Sandmeyer procedure (65%) . The nitrile was reduced with 10% 
Pd/C in MeOH and aqueous HC1 under hydrogen to afford Me 3-aminomethyl-2- 
( methoxycarbonyl) benzoate^HCl (90%), which was treated with TEA and 
then reacted with di-t-Bu dicarbonate to give the carbamate (93%) . 
Cyclization with 3 -aminoglutarimide*HCl using diisopropylethylamine in 
DMF produced II (82%). The 2 - (2 , 6-dioxo-3 -piperidyl) isoindoline-1 , 3 - 
diones and pharmaceutical compns. comprising them are useful for treating 
or preventing diseases or disorders in mammals, e.g. cancers, such as 
solid tumors and blood-born tumors; heart disease, such as congestive 
heart failure; osteoporosis; and genetic, inflammatory, allergic, and 
autoimmune diseases (no data) . 
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TI Preparation of 2- (2 , 6-dioxo-3 -piperidyl ) isoindoline-1, 3-diones, related 
compounds, and compositions thereof as TNF-a 

inhibitors for treatment of cancer, inflammatory disorders, heart disease, 

and related disorders 
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TI Immunomodulatory drug .CC-5013 overcomes drug resistance and is well 
tolerated in patients with relapsed multiple myeloma 

AB Thalidomide (Thai) can overcome drug resistance in multiple myeloma (MM) 

but is associated with somnolence, constipation, and neuropathy. In previous 
in vitro studies, we have shown that the potent immunomodulatory derivative of 
thalidomide (IMiD) CC-5013 induces apoptosis or growth arrest even in 
resistant MM cell lines and patient cells, decreases binding of MM cells 
to bone marrow stromal cells (BMSCs) , inhibits the production in the BM milieu 
of cytokines (interleukin-6 [IL-6] , vascular endothelial growth factor 
[VEGF] , tumor necrosis f actor-a [ TNF-a ] ) 

mediating growth and survival of MM cells, blocks angiogenesis , and 
stimulates host anti-MM natural killer (NK) cell immunity. Moreover, 
CC-5013 also inhibits tumor growth, decreases angiogenesis, and prolongs 
host survival in a human plasmacytoma mouse model. In the present study, 
we carried out a phase 1 CC-5013 dose-escalation (5 mg/d, 10 mg/d, 25 
mg/d, and 50 mg/d) study in 27 patients (median age 57 yr; range, 40-71 
yr) with relapsed and refractory relapsed MM. They received a median of 3 
prior regimens (range, 2-6 regimens), including autologous stem cell 
transplantation and Thai in 15 and 16 patients, resp. In 24 evaluable 
patients, no dose-limiting toxicity (DLT) was observed in patients treated at 
any dose level within the first 28 days; however, grade 3 myelosuppression 
developed after day 28 in all 13 patients treated with 50 mg/d CC-5013. 
In 12 patients, dose reduction to 25 mg/d was well tolerated and therefore 
considered the maximal tolerated dose (MTD) . Importantly, no significant 
somnolence, constipation, or neuropathy has been seen in any cohort. Best 
responses of at least 25% reduction in paraprotein occurred in 17 (71%) of 24 
patients (90% confidence interval [CI], 52%-85%) , including 11 (46%) 
patients who had received prior Thai. Stable disease (less than 25% reduction 
in paraprotein) was observed in an addnl . 2 (8%) patients. Therefore, 17 
(71%) of 24 patients (90% CI, 52%-85%) demonstrated benefit from 
treatment. Our study therefore provides the basis for the evaluation of 
CC-5013, either alone or in combination, to treat patients with MM at 
earlier stages of disease. 
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TI Preparation of 2- (2 , 6-dioxo-3 -piperidyl) isoindoline-1, 3-diones, related 
compounds, and compositions thereof as TNF-a 

inhibitors for treatment of cancer, inflammatory disorders, heart disease, 
and related disorders 



i 



GI 




AB Title isoindole-imides I [wherein one of X and Y is CO and the other is 
CH2 or CO; Rl = H, (cyclo) alkyl , alkenyl, alkynyl, benzyl, aryl, 
alkylheterocycloalkyl, alkylheteroaryl , C0R3 , CSR3, C02R4, alkyl- (NR6) 2 , 
alkyl-0R5, alkyl-C02R5 / C0NHR3 , CSNHR3 , CON (R3 ) 2 , CSN (R3 ) 2 , or 
alkyl -0C0R5; R2 = H, benzyl, alkyl, alkenyl, or alkynyl ; R3 = 
independently (cyclo) alkyl , alkenyl, alkynyl, benzyl, aryl, 
alkylheterocycloalkyl, alkylheteroaryl, alkyl -N(R6) 2 , alkyl -0R5, 
alkyl -C02R5, alkyl -0C0R5, or C02R5; R4 = alkyl, alkenyl, alkynyl, 
alkyl -0R5, benzyl, aryl, alkylheterocycloalkyl, or alkylheteroaryl; R5 = 
alkyl, alkenyl, alkynyl, benzyl, aryl, or heteroaryl; R6 = independently 
H, alkyl, alkenyl, alkynyl, benzyl, (hetero) aryl , or alkyl -C02R5; or R6 
groups may join to form a heterocycloalkyl group; n = 0-1; with the 
proviso that when n = 0, Rl * H; or pharmaceutical^ acceptable 
salts, hydrates, solvates, clathrates, enantiomers, diastereomers , 
racemates, or mixts. of stereoisomers thereof] were prepared for reducing 
the level of cytokines and their precursors in mammals. In particular, 
the invention pertains to isoindole-imide compds . that are potent 
inhibitors of the production of TNF-ot (no data) . 

For example, Me 2- (methoxycarbonyl) -3 -nitrobenzoate was hydrogenated with 
10% Pd/C (87%). The amine was converted to the nitrile by diazonium salt 
formation effected by treatment with NaN03 followed by cyanide formation 
using classic Sandmeyer procedure (65%) . The nitrile was reduced with 10% 
Pd/C in MeOH and aqueous HC1 under hydrogen to afford Me 3-aminomethyl-2- 
(methoxycarbonyl) benzoate*HCl (90%), which was treated with TEA and 
then reacted with di-t-Bu dicarbonate to give the carbamate (93%) . 
Cyclization with 3 -aminoglutarimide*HCl using diisopropylethylamine in 
DMF produced II (82%). The 2 - (2 , 6 -dioxo-3 -piperidyl) isoindoline-1 , 3 - 
diones and pharmaceutical compns . comprising them are useful for treating 
or preventing diseases or disorders in mammals, e.g. cancers, such as 
solid tumors and blood-born tumors; heart disease, such as congestive 
heart failure; osteoporosis; and genetic, inflammatory, allergic, and 
autoimmune diseases (no data) . 
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TI Amino-substituted thalidomide analogs: potent inhibitors of TNF 

-a production 
AB Thalidomide is a known inhibitor of TNF- . alpha 

. release in LPS stimulated human PBMC. Herein we describe the 

TNF -a inhibitory activity of amino substituted 

analogs of thalidomide and its isoindolin-l-one analog, EM-12. The 
4 -amino substituted analogs were found to be potent inhibitors of 
TNF-a release in LPS stimulated human PBMC. 
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